Virginia Department of Health
Use of Isoniazid/Rifapentine for Treatment of Latent TB Infection in Health Department Settings

The identification and treatment of latent tuberculosis infection (LTBI) is a cornerstone of the U.S.
strategy for the elimination of tuberculosis. In 2018, the Centers for Disease Control and Prevention
(CDC) updated recommendations forthe treatment of LTBI using a once-weekly regimen of isoniazid
(INH) and rifapentine (RPT)." This regimen offers practical advantages with clients who are unlikely to
complete 9months of daily INHor in settings such as correctional facilitie s, homeless shelters and
clinics forrecentimmigrants where the regimen may offer practical advantages.

These recommendations are an adjunctto already published guidelines on the diagnosis and treatment
of latent tuberculosis that were published in 2000® and the 2011 recommendations.>
Recommendations forregimens detailedinthe previous guidelines fortreating LTBI are unchanged and
remain treatment options forany client. The recommendation of two months of rifampin/pyrazinamide
recommendedinthe 2000 guidelines was later withdrawn due toincreased risk of hepatotoxicity and
death.’

Recommendations

1. INH-RPTcan be considered forthe treatment of LTBI in healthy patients >2 years of age after
active disease has been adequately ruled out.
a. Thisincludesthose withrecentexposure, recent conversion from negativeto
positive onatestfor LTBI, and those with radiographicfindings of healed TBas long
as active disease has been adequately ruled out.

2. Theregimencan be considered for HIV-infected patients who are not taking anti-retroviral
medications as well as those taking antiretroviral medications with acceptable drug-drug
interactions with Rifapentine.

3. Theregimen consists of a once weekly dose of both medications given for twelve weeks.
VDH advocates for the regimen to be given by Directly Observed Therapy (DOT).

a. Thechoice of thisregimenisbased onthe feasibilityof directly observed therapy
(DOT), resources forobtaining the drugs, client monitoring, expectance of treatment
completion and preferences of the client and prescriber.

b. Completion of thisregimenisdefined as 11 or 12 doses within 16 weeks.
Doses should be separated by >72 hours to be countable.

d. Dosinginformationisprovidedin Table 1.

4, INH-RPTis NOT recommended for:
a. Children<2 yearsof age

HIV-infected clients receiving antiretrovirals that have drug-druginteractions with
rifapentine

c. Pregnantwomenorthose likelyto become pregnant whileundergoingtreatment
Clients with LTBI presumedto be INH or rifampin resistant
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5. OtherConsiderations

a.

Rifapentine, like rifampin and rifabutin, has the potentialto cause many drug-drug
interactions due toits effects of inducing avariety of metabolic pathways, particularly
those involving the cytochrome P450 system. Thisresults inadecrease inthe serum
concentrations of many drugs, sometimes to sub-therapeuticlevels.

Rifapentineis considered anintermediate enzyme inducer while rifampinis a potent
inducerandrifabutinisthe least potentinducer.

Before recommending the INH/rifapentine forany given client, a careful review of all
current medications, both prescription and overthe counter (OTC) with areference
search for potential drug-druginteractions should be undertaken.

Clients should be questioned during each DOT visit concerning new prescription and
OTC medication additions since the last visit.

6. Monitoring

d.

Clientsshould be taught the symptoms of adverse reactions to the medicationsand to
seek medical attention should symptomsoccur.
If clients report symptoms of adverse reactions, they should receiveanimmediate
clinical assessment and monitoring.
Clients should be questioned ateach DOT visitregarding symptoms of adverse
reactions. Maintain vigilance for hypersensitivityreactions, especially hypotension or
thrombocytopenia.
Monthly clinical assessment for side effects includingbrief physical examinationfor
hypotension, jaundice, tenderness of liver, or rashes.
Baseline liver function tests (ALT, AST, TBili, Alk phos), forthe following clients:
i. HIV-infected clients

ii. Clientswithliverdisorders

iii. Clientsintheimmediate postpartumi.e. <3 monthsafterdelivery

iv. Clientswithregularalcoholusage, orinjectiondruguse

v. Baselinetestingforolderclients, especially those on other hepatotoxic

medications, should be considered on a case by case basis.

Monthly monitoring of LFTs is not necessary unless baseline testingis abnormal or the
clientisatriskfor liver disease.
Discontinue medicationif the ASTis > 5times upperlimit of normal in the absence of
symptoms or> 3 times the upperlimit of normal in the presence of hepatotoxic
symptoms.
Adverse reactions leading to hospital admission or death should be reported to VDH
TB Control at 804-864-7906 for furtherreportingtothe CDC.
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Table 1 —Dosing

Drug Dosage Maximum dose

15 mg/kgrounded

to nearest50/100 mg in patients > 12 years
INH 900 mg
25 mg/kgrounded?®

to the nearest 50/100 mg in patients 2-11 years
10.0 — 14.0 kg = 300 mg
14.1 - 25.0 kg = 450 mg
Rifapentine 25.1 - 32.0 kg = 600 mg 900 mg
32.1-49.9 kg = 750 mg
>50.0 kg =900 mg max

Rifapentinetablets can be crushed and administered with semi-solid food for children unable to
swallow pills
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